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under part 316, subpart C, of this chap-
ter. 

[63 FR 66670, Dec. 2, 1998]

§ 314.60 Amendments to an unap-
proved application. 

(a) Except as provided in paragraph 
(b) of this section, the applicant may 
submit an amendment to an applica-
tion that is filed under § 314.100, but not 
yet approved. The submission of a 
major amendment (for example, an 
amendment that contains significant 
new data from a previously unreported 
study or detailed newnalyses of pre-
viously submitted data), whether on 
the applicant’s own initiative or at the 
invitation of the agency, constitutes 
an agreement by the applicant under 
section 505(c) of the act to extend the 
date by which the agency is required to 
reach a decision on the application. Or-
dinarily, the agency will extend the re-
view period for a major amendment but 
only for the time necessary to review 
the new information. However, the 
agency may not extend the review pe-
riod more than 180 days. If the agency 
extends the review period for the appli-
cation, the director of the division re-
sponsible for reviewing the application 
will notify the applicant of the length 
of the extension. The submission of an 
amendment that is not a major amend-
ment will not extend the review period. 
An amendment that contains new clin-
ical data from a previously unreported 
study shall contain a financial certifi-
cation or disclosure statement or both 
as required by part 54 of this chapter, 
or FDA may refuse to accept any such 
amendment. 

(b)(1) An unapproved application may 
not be amended if all of the following 
conditions apply: 

(i) The unapproved application is for 
a drug for which a previous application 
has been approved and granted a period 
of exclusivity in accordance with sec-
tion 505(c)(3)(D)(ii) of the act that has 
not expired; 

(ii) The applicant seeks to amend the 
unapproved application to include a 
published report of an investigation 
that was conducted or sponsored by the 
applicant entitled to exclusivity for 
the drug; 

(iii) The applicant has not obtained a 
right of reference to the investigation 

described in paragraph (b)(1)(ii) of this 
section; and 

(iv) The report of the investigation 
described in paragraph (b)(1)(ii) of this 
section would be essential to the ap-
proval of the unapproved application. 

(2) The submission of an amendment 
described in paragraph (b)(1) of this 
section will cause the unapproved ap-
plication to be deemed to be withdrawn 
by the applicant under § 314.65 on the 
date of receipt by FDA of the amend-
ment. The amendment will be consid-
ered a resubmission of the application, 
which may not be accepted except as 
provided in accordance with section 
505(c)(3)(D)(ii) of the act. 

(c) The applicant shall submit a field 
copy of each amendment to 
§ 314.50(d)(1). The applicant, other than 
a foreign applicant, shall include in its 
submission of each such amendment to 
FDA a statement certifying that a field 
copy of the amendment has been sent 
to the applicant’s home FDA district 
office. 

[50 FR 7493, Feb. 22, 1985, as amended at 57 
FR 17983, Apr. 28, 1992; 58 FR 47352, Sept. 8, 
1993; 63 FR 5252, Feb. 2, 1998]

§ 314.65 Withdrawal by the applicant 
of an unapproved application. 

An applicant may at any time with-
draw an application that is not yet ap-
proved by notifying the Food and Drug 
Administration in writing. The agency 
will consider an applicant’s failure to 
respond within 10 days to an approv-
able letter under § 314.110 or a not ap-
provable letter under § 314.120 to be a 
request by the applicant to withdraw 
the application. A decision to withdraw 
the application is without prejudice to 
refiling. The agency will retain the ap-
plication and will provide a copy to the 
applicant on request under the fee 
schedule in § 20.42 of FDA’s public in-
formation regulations.

§ 314.70 Supplements and other 
changes to an approved application. 

(a) Changes to an approved application. 
The applicant shall notify FDA about 
each change in each condition estab-
lished in an approved application be-
yond the variations already provided 
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for in the application. The notice is re-
quired to describe the change fully. De-
pending on the type of change, the ap-
plicant shall notify FDA about it in a 
supplemental application under para-
graph (b) or (c) of this section or by in-
clusion of the information in the an-
nual report to the application under 
paragraph (d) of this section. Notwith-
standing the requirements of para-
graphs (b) and (c) of this section, an ap-
plicant shall make a change provided 
for in those paragraphs (for example, 
the deletion of an ingredient common 
to many drug products) in accordance 
with a notice, or regulation published 
in the FEDERAL REGISTER that provides 
for a less burdensome notification of 
the change (for example, by notifica-
tion at the time a supplement is sub-
mitted or in the next annual report). 
Except for a supplemental application 
providing for a change in the labeling, 
the applicant, other than a foreign ap-
plicant, shall include in each supple-
mental application providing for a 
change under paragraph (b) or (c) of 
this section a statement certifying 
that a field copy of the supplement has 
been provided to the applicant’s home 
FDA district office. 

(b) Supplements requiring FDA ap-
proval before the change is made. An ap-
plicant shall submit a supplement, and 
obtain FDA approval of it, before mak-
ing the changes listed below in the con-
ditions in an approved application, un-
less the change is made to comply with 
an official compendium. An applicant 
may ask FDA to expedite its review of 
a supplement if a delay in making the 
change described in it would impose an 
extraordinary hardship on the appli-
cant. Such a supplement and its mail-
ing cover should be plainly marked: 
‘‘Supplement—Expedited Review Re-
quested.’’

(1) Drug substance. A change affecting 
the drug substance to accomplish any 
of the following: 

(i) To relax the limits for a specifica-
tion; 

(ii) To establish a new regulatory an-
alytical method; 

(iii) To delete a specification or regu-
latory analytical method; 

(iv) To change the synthesis of the 
drug substance, including a change in 

solvents and a change in the route of 
synthesis. 

(v) To use a different facility or es-
tablishment to manufacture the drug 
substance, where: (a) the manufac-
turing process in the new facility or es-
tablishment differs materially from 
that in the former facility or establish-
ment, or (b) the new facility or estab-
lishment has not received a satisfac-
tory current good manufacturing prac-
tice (CGMP) inspection within the pre-
vious 2 years covering that manufac-
turing process. 

(2) Drug product. A change affecting 
the drug product to accomplish any of 
the following: 

(i) To add or delete an ingredient, or 
otherwise to change the composition of 
the drug product, other than deletion 
of an ingredient intended only to affect 
the color of the drug product; 

(ii) To relax the limits for a speci-
fication; 

(iii) To establish a new regulatory 
analytical method; 

(iv) To delete a specification or regu-
latory analytical method; 

(v) To change the method of manu-
facture of the drug product, including 
changing or relaxing an in-process con-
trol; 

(vi) To use a different facility or es-
tablishment, including a different con-
tract laboratory or labeler, to manu-
facture, process, or pack the drug prod-
uct; 

(vii) To change the container and clo-
sure system for the drug product (for 
example, glass to high density poly-
ethylene (HDPE), or HDPE to poly-
vinyl chloride) or change a specifica-
tion or regulatory analytical method 
for the container and closure system; 

(viii) To change the size of the con-
tainer, except for solid dosage forms, 
without a change in the container and 
closure system. 

(ix) To extend the expiration date of 
the drug product based on data ob-
tained under a new or revised stability 
testing protocol that has not been ap-
proved in the application. 

(x) To establish a new procedure for 
reprocessing a batch of the drug prod-
uct that fails to meet specifications. 

(xi) To add a code imprint by print-
ing with ink on a solid oral dosage 
form drug product. 
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(xii) To add a code imprint by em-
bossing, debossing, or engraving on a 
modified release solid oral dosage form 
drug product. 

(3) Labeling. (i) Any change in label-
ing, except one described in paragraphs 
(c)(2) or (d) of this section. 

(ii) If applicable, any change to a 
Medication Guide required under part 
208 of this chapter, except for changes 
in the information specified in 
§ 208.20(b)(8)(iii) and (b)(8)(iv). 

(c) Supplements for changes that may 
be made before FDA approval. An appli-
cant shall submit a supplement at the 
time the applicant makes any kind of 
change listed below in the conditions 
in an approved application, unless the 
change is made to comply with an offi-
cial compendium. A supplement under 
this paragraph is required to give a full 
explanation of the basis for the change, 
identify the date on which the change 
is made, and, if the change concerns la-
beling, include 12 copies of final print-
ed labeling. The applicant shall 
promptly revise all promotional label-
ing and drug advertising to make it 
consistent with any change in the la-
beling. The supplement and its mailing 
cover should be plainly marked: ‘‘Spe-
cial Supplement—Changes Being Ef-
fected.’’

(1) Adds a new specification or test 
method or changes in the methods, fa-
cilities (except a change to a new facil-
ity), or controls to provide increased 
assurance that the drug will have the 
characteristics of identity, strength, 
quality, and purity which it purports 
or is represented to possess; 

(2) Changes labeling to accomplish 
any of the following: 

(i) To add or strengthen a contra-
indication, warning, precaution, or ad-
verse reaction; 

(ii) To add or strengthen a statement 
about drug abuse, dependence, or over-
dosage; or 

(iii) To add or strengthen an instruc-
tion about dosage and administration 
that is intended to increase the safe 
use of the product. 

(iv) To delete false, misleading, or 
unsupported indications for use or 
claims for effectiveness. 

(3) To use a different facility or es-
tablishment to manufacture the drug 
substance, where: (i) The manufac-

turing process in the new facility or es-
tablishment does not differ materially 
from that in the former facility or es-
tablishment, and (ii) the new facility 
or establishment has received a satis-
factory current good manufacturing 
practice (CGMP) inspection within the 
previous 2 years covering that manu-
facturing process. 

(d) Changes described in the annual re-
port. An applicant shall not submit a 
supplement to make any change in the 
conditions in an approved application, 
unless otherwise required under para-
graph (b) or (c) of this section, but 
shall describe the change in the next 
annual report required under § 314.81. 
Some examples of changes that can be 
described in the annual report are the 
following: 

(1) Any change made to comply with 
an official compendium. 

(2) A change in the labeling con-
cerning the description of the drug 
product or in the information about 
how the drug product is supplied, that 
does not involve a change in the dosage 
strength or dosage form. 

(3) An editorial or similar minor 
change in labeling. 

(4) The deletion of an ingredient in-
tended only to affect the color of the 
drug product. 

(5) An extension of the expiration 
date based upon full shelf-life data ob-
tained from a protocol approved in the 
application. 

(6) A change within the container and 
closure system for the drug product 
(for example, a change from one high 
density polyethylene (HDPE) to an-
other HDPE), except a change in con-
tainer size for nonsolid dosage forms, 
based upon a showing of equivalency to 
the approved system under a protocol 
approved in the application or pub-
lished in an official compendium. 

(7) The addition or deletion of an al-
ternate analytical method. 

(8) A change in the size of a container 
for a solid dosage form, without a 
change from one container and closure 
system to another. 

(9) The addition by embossing, de-
bossing, or engraving of a code imprint 
to a solid oral dosage form drug prod-
uct other than a modified release dos-
age form, or a minor change in an ex-
isting code imprint. 
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(e) Patent information. The applicant 
shall comply with the patent informa-
tion requirements under section 
505(c)(2) of the act. 

(f) Claimed exclusivity. If an applicant 
claims exclusivity under § 314.108 upon 
approval of a supplemental application 
for a change to its previously approved 
drug product, the applicant shall in-
clude with its supplemental applica-
tion the information required under 
§ 314.50(j). 

(g) Exception. An applicant proposing 
to make a change of a type described in 
paragraphs (a), (b)(1), (b)(2), (c)(1), 
(c)(3), (d)(1), and (d)(4) through (d)(9) of 
this section affecting a recombinant 
DNA-derived protein/polypeptide prod-
uct or a complex or conjugate of a drug 
with a monoclonal antibody regulated 
under the Federal Food, Drug, and Cos-
metic Act shall comply with the fol-
lowing: 

(1) Changes requiring supplement sub-
mission and approval prior to distribution 
of the product made using the change 
(major changes). (i) A supplement shall 
be submitted for any change in the 
product, production process, quality 
controls, equipment, or facilities that 
has a substantial potential to have an 
adverse effect on the identity, 
strength, quality, purity, or potency of 
the product as they may relate to the 
safety or effectiveness of the product. 

(ii) These changes include, but are 
not limited to: 

(A) Changes in the qualitative or 
quantitative formulation or other spec-
ifications as provided in the approved 
application or in the regulations; 

(B) Changes requiring completion of 
an appropriate human study to dem-
onstrate the equivalence of the iden-
tity, strength, quality, purity, or po-
tency of the product as they may re-
late to the safety or effectiveness of 
the product; 

(C) Changes in the virus or adven-
titious agent removal or inactivation 
method(s); 

(D) Changes in the source material or 
cell line; 

(E) Establishment of a new master 
cell bank or seed; and 

(F) Changes which may affect prod-
uct sterility assurance, such as 
changes in product or component steri-
lization method(s) or an addition, dele-

tion, or substitution of steps in an 
aseptic processing operation. 

(iii) The applicant must obtain ap-
proval of the supplement from FDA 
prior to distribution of the product 
made using the change. Except for sub-
missions under paragraph (g)(4) of this 
section, the following shall be con-
tained in the supplement: 

(A) A detailed description of the pro-
posed change; 

(B) The product(s) involved; 
(C) The manufacturing site(s) or 

area(s) affected; 
(D) A description of the methods used 

and studies performed to evaluate the 
effect of the change on the identity, 
strength, quality, purity, or potency of 
the product as they may relate to the 
safety or effectiveness of the product; 

(E) The data derived from such stud-
ies; 

(F) Relevant validation protocols and 
data; and 

(G) A reference list of relevant stand-
ard operating procedures (SOP’s). 

(2) Changes requiring supplement sub-
mission at least 30 days prior to distribu-
tion of the product made using the 
change. (i) A supplement shall be sub-
mitted for any change in the product, 
production process, quality controls, 
equipment, or facilities that has a 
moderate potential to have an adverse 
effect on the identity, strength, qual-
ity, purity, or potency of the product 
as they may relate to the safety or ef-
fectiveness of the product. The supple-
ment shall be labeled ‘‘Supplement—
Changes Being Effected in 30 Days’’ or, 
if applicable under paragraph (g)(2)(v) 
of this section, ‘‘Supplement—Changes 
Being Effected.’’

(ii) These changes include, but are 
not limited to: 

(A) Change in the site of testing from 
one facility to another; 

(B) An increase or decrease in pro-
duction scale during finishing steps 
that involves new or different equip-
ment; and 

(C) Replacement of equipment with 
that of similar, but not identical, de-
sign and operating principle that does 
not affect the process methodology or 
process operating parameters. 

(iii) Pending approval of the supple-
ment by FDA, and except as provided 
in paragraph (g)(2)(v) of this section, 
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distribution of the product made using 
the change may begin not less than 30 
days after receipt of the supplement by 
FDA. The information listed in para-
graph (g)(1)(iii)(A) through (g)(1)(iii)(G) 
of this section shall be contained in the 
supplement. 

(iv) If within 30 days following FDA’s 
receipt of the supplement, FDA in-
forms the applicant that either: 

(A) The change requires approval 
prior to distribution of the product in 
accordance with paragraph (g)(1) of 
this section; or 

(B) Any of the information required 
under paragraph (g)(2)(iii) of this sec-
tion is missing; the applicant shall not 
distribute the product made using the 
change until FDA determines that 
compliance with this section is 
achieved. 

(v) In certain circumstances, FDA 
may determine that, based on experi-
ence with a particular type of change, 
the supplement for such change is usu-
ally complete and provides the proper 
information, and on particular assur-
ances that the proposed change has 
been appropriately submitted, the 
product made using the change may be 
distributed immediately upon receipt 
of the supplement by FDA. These cir-
cumstances may include substantial 
similarity with a type of change regu-
larly involving a ‘‘Supplement—
Changes Being Effected’’ supplement, 
or a situation in which the applicant 
presents evidence that the proposed 
change has been validated in accord-
ance with an approved protocol for 
such change under paragraph (g)(4) of 
this section. 

(3) Changes to be described in an an-
nual report (minor changes). (i) Changes 
in the product, production process, 
quality controls, equipment, or facili-
ties that have a minimal potential to 
have an adverse effect on the identity, 
strength, quality, purity, or potency of 
the product as they may relate to the 
safety or effectiveness of the product 
shall be documented by the applicant 
in the next annual report in accordance 
with § 314.81(b)(2)(iv). 

(ii) These changes include, but are 
not limited to: 

(A) Any change made to comply with 
an official compendium that is con-
sistent with FDA requirements; 

(B) The deletion of an ingredient in-
tended only to affect the color of the 
product; 

(C) An extension of an expiration 
date based upon full shelf life data ob-
tained from a protocol approved in the 
application; 

(D) A change within the container 
and closure system for solid dosage 
forms, based upon a showing of equiva-
lency to the approved system under a 
protocol approved in the application or 
published in an official compendium; 

(E) A change in the size of a con-
tainer for a solid dosage form, without 
a change from one container and clo-
sure system to another; 

(F) The addition by embossing, de-
bossing, or engraving of a code imprint 
to a solid dosage form drug product 
other than a modified release dosage 
form, or a minor change in an existing 
code imprint; and 

(G) The addition or deletion of an al-
ternate analytical method. 

(4) An applicant may submit one or 
more protocols describing the specific 
tests and validation studies and accept-
able limits to be achieved to dem-
onstrate the lack of adverse effect for 
specified types of manufacturing 
changes on the identity, strength, 
quality, purity, or potency of the prod-
uct as they may relate to the safety or 
effectiveness of the product. Any such 
protocols, or change to a protocol, 
shall be submitted as a supplement re-
quiring approval from FDA prior to 
distribution of the product which, if 
approved, may justify a reduced report-
ing category for the particular change 
because the use of the protocol for that 
type of change reduces the potential 
risk of an adverse effect. 

[50 FR 7493, Feb. 22, 1985; 50 FR 14212, Apr. 11, 
1985, as amended at 50 FR 21238, May 23, 1985; 
57 FR 17983, Apr. 28, 1992; 58 FR 47352, Sept. 
8, 1993; 58 FR 47959, Sept. 13, 1993; 59 FR 50364, 
Oct. 3, 1994; 62 FR 39900, July 24, 1997; 63 FR 
66399, Dec. 1, 1998; 65 FR 56479, Sept. 19, 2000; 
67 FR 9586, Mar. 4, 2002]

§ 314.71 Procedures for submission of 
a supplement to an approved appli-
cation. 

(a) Only the applicant may submit a 
supplement to an application. 

(b) All procedures and actions that 
apply to an application under § 314.50 
also apply to supplements, except that 
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